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DETAILED ACTION 

Claims 1,3, H, 12 and 14 are under examination. 
Applicants have cancelled claims 2, 4-9, and 13. 
Claims 10, and 15-51 have been withdrawn. 

The rejection under § 102 and 103 Rejections over Gerster, Slade and Miller, and new rejection 
further in view of Langer. 

Applicants argue that the compounds are covalently bonded to the support. 

This may be so but 1) applicants claims are drawn to a a very broad scope and applicants just 
have a few examples. 

2) it is well known that compounds can be covalently bonded to the solid support. Applicants 
own disclosure statement has reference which teach co-valently bonded compounds to solid 
support. 

Apphcants own priority admits that covalent bond exists between Avidin-biotin affinity-based 
technology has found wide applicability in numerous fields of biology and biotechnology since 
the pioneering work by Dr. Edward Bayer and Dr. Meier Wilchek in the 1970's. The affinity 
constant between avidin and biotin is remarkably high and is not significantly lessened when 
biotin is coupled to a wide variety of biomolecules. Numerous chemistries have been identified 
for coupling biomolecules to biotin with minimal or negligible loss in the activity or other 
desired characteristics of the biomolecule. A review of the biotin-avidin technology can 
be found in Applications of Avidin-Biotin Technology to Affinity-Based Separation, 
Bayer, et al., J. of Chromatography, 1990, pgs. 3-11. 



Also see US 5078978 Byron Tarbet et al which teaches various Si bonded spacers covalently 
bonding solid supports an compound which form a complex with the metal. It is active which it 
is still attached to the solid support. 
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Also see WO 2001/023067 Breuning Ronald, teaches ligands bonded covalently to solid 
supports. 



Application/Control Number: 1 0/82 1 ,335 
Art Unit: 1625 



Page 4 
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document teaches about various covalent bonds to solid supports. 



Thus it is well known that compounds can be covalently bonded to soUd support and still remain 

active. 

Langer further discloses this with respect to pharmaceuticals. Providing considerable motivation 
for one of skill in the art to make complexes of known drugs covalently bonded to solid support 
for delivery and activity at a desired location. 



The rejection still stands. 



New Rejection 
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Double Patenting 

Claims 1,3, 1 1, 12 and 14 are rejected on the ground of nonstatutory obviousness-type 
double patenting as being unpatentable over claims 1 of U.S. Patent No. 5078978. Although the 
conflicting claims are not identical, they are not patentably distinct from each other because they 
are both drawn to complexes of the same compounds with solid support. 

m i3tssj*i«»e sespojsse m-ftdlfe fmMl p«ii3!» »f m& fmmlm 




whsmm the iramisae ttsssfsoase modifier ponion is isev«ieis^¥ (S&ujflect 10 ^ iSOJticas 
having sfili^njc activity thfCts^ Ri, SR;;', R*, <>r R<! 

wh£:rcm tiK i?3m~.«J« reapoRse modifier pcnioa c&mprii^ii ais iRida^'giiiiiiitilEritiiiiBiiis; * 



The previous rejection is being repeated here. 
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The rejection of he claims under 35 USC 102 /103 over Gerster , Slade and Miller et al has still 
stands as applicants have only shown limited compounds and bonds. 

A new rejection under 35 USC 103 is being made over Gerster, Slade and Miller further in view 
of New Methods of Drug Delivery 1990. Robert Langer. 1990. 

Gerster teaches and does disclose the polyethelene macro-molecules formulation. These could be 
bonded to the reactive groups on the IRM molecules. Could be H bonding too. 

Apphcants specifications on page 21, lines 19-21 clearly states that the IRM compound 
can be blended or mixed in. See below. 

IRM can be released and formulated in that manner. That is. for example, the IRM can be 

simply dissolved or blended into a macromolecular support material (e,g„ as in a 

polymeric coating). Mixtures of the two types can also be used where desirable. 

Applicants in their specification have not shown how the bonding takes place on the 
support. It just states it could be covalently bonded. 

US 7,030,129 Miller etal. 

The reference discloses the same IRM compound with the gel, paste and so on. 

These are all the solid support, with the compounds forming an IRM-Support 

complex. 

In view of the lack of disclosure and enablement of the specific bonding that 
forms the complex the reference clearly anticipates the invention. 



Slade US 6894040 see column 5, lines 47 and 48 which discloses the 5% cream of imiquimod. 
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Langer et al at Column 2 teaches that drugs can be attached to macromolecules such as a 

research. Several expcrijiieoial apprDachiss h&\m been tkvdio|ped^ in 
which dm^ ai^c aotmpiessed to ageim that cmbk thciii to cross Ms 
barrier (for exampk, by rendering dse dreg more ipofiliak or 
coupling it to a molecttte that has a specific transport ro^^sfem) 

Dnigs have also been attached to soluble macrom«leajles such as 
projeim, |x:teaccharide^ or synthetic polymers via dcgradabk 
Mds^ges. This process altcfs the drug's $mc mid ofher pro|3ert:io, 
residtitig m difierem phiirmacoidoetics and bkjdistribudoil. One 
OcaiBpJe involves coiipHng the antitumor agcat iicocaffiiisostatio to 
styiietK;-~malei.c acid coptJiymcrs (2), When this complex was mjcacd 
ititra-aitcdally into patients wirJi hepatocellular carcitiomas de- 
creases it\ ot-'fetoproteiri levels .Mid tiimor sk« were observed.. Im 
ammais, antit^jraor agerjts sych as doxorabickt cjouplcd m N-{2'* 
hydfoxypropyl) methacr^daniide copolymers shaw«d radically al- 
polymer ^'^^^^ pharmacokitiedcs, resulrittg in reduced toxicity. Hie halt-lite of 

Foiyffiers^ imcit as poiwthylcne gi^^coi (i-' fcU), cao be attached to 
drugs 'iB clrfter icngtheo dieir lifetime or alter t:heir imm-ujiogeoidty,. 
The polymers physically prevent cells md amyims ftom attadkiog 
the drug. FEG-tiricase reduced mmm iimte kv^eb in patients with 
h^iKruricama md goofc; PEG^asparaginasc lias hom mtd for 
patieftts with leukemia, md PEG~iidetK>siiie deaminase has beeft 
ysed for padetits wMl a x^ere combined immutKxkfidcuq^ (6), 
i>mg longevity aiKl ir«OMmogeniciSD|f may also be a^m! by 
biolc^ieal appE^Mches, iaeluding protein engiiiecm^ and aitcring 
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CV^ntnslkd icka« W5tcms promlc advaiit^gc^ over corjventitjnal 
drug therapies l^f ir example, after ingestion or injfciKin ot stambrd 
damage Umm.^ the biood level of the dmg n-iii^s, peaks, and then 
decline's. Since each dnig has a therapeutic range above wtiicii it is 
rojLtc and below which it is incicaivc, ascillatiag drtig k\d$ m^y 
cause alternating p«5ffi^:H.1s of ineffecfivciiess and toxicity. Although 
Mt'4t,<.incd rckasc paparattons attenuate the peaks and vaUcws ihcv 
do not dhmnm them In contrast, a eotitroli^l release f rcpatAtion 
mAjritan^s the drug ui lite de^rcd rherspcutit range by a singk 
admtntstraciuii Other potaitia! advantages of contrt-iUed release 
systom include (i) bc-alimi <1ebvcr\' die drug to a p.irtKuiar bt>iy 
a>mprtment-, thereby lowering the systemic drtig kvel; (u) prcser- 
\ anon ot medications that aix: rapidly destroyed by tJu- b(xly (this iS 
particularlv imp<L»rtaiit tor bioiogi<.aily scmidve molecules siicii as 
protcim); {m) adduced necti for fi>liow*iip care; (iv) increased 
comfort; and (v) kipix>ved Odmphance, 
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The whole reference talks about methods for delivering drugs making a complex of a drug with 
a macromolecule. 

See figure D which shows the drug attached to a macromolecule. 

On page 1 line 30 of the specifications applicants clearly state that he need for a better form of 
delivery of these drugs is required. 
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Thus the prior art teaches making complex es of the drug with macromolecules for improving 



the delivery. Thus one of skill in the art of drug delivery would have been motivated to make the 



macromolecular complexes of the IRM compounds to enhance the delivery of the compound 



specific sites. 



KSR International, v Teleflex 2007 which gives a number of rationales for obviousness 



rejections. 

Wh«n a work is available lu tms h eld of 

■itiTf <■ t*ii [n^ mpt '^mtini' ot tt i-«(ht^i iti 

till )nt ft k] OT 1 dllf J. TltiMH If 1 pMWIt 

iU]riljiu\ ihll m liii] 1 rmnt iini, iut-ilift 
vui iatjui IS 1 1 b U ' Snts j .ik tital i liU 



^1 . EK I >u)llHi ][Lth tl 

1 1 L I p 1 uii K : Ijij <i J. Ll! ll 
n I ui .nl mU.u • .,m> . , 

I ill ill U J 1 t miJispl t t nh 
I th 1 liK ( tl t , I. Fl U ^- 

^ ilii t F I n, t n. ,1 lilt 
At!. !Uni th( lEjititiu s uiiUii lii'i 



The case gives numerous rationales as given below. 
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tl..{l. 111.] U >lllt!. 

D.i *^rm J' < t[|i'>t]li;|:fni[i <)i!t=' kjn wit 
Afli lit ln( ,j[tr)ljlM ifni1>1,'un 

K I I -M: ^it i t. U I ]i 1 tjlK -lo 
' ipl i\< ! L inht fi \H (' ftliods, t 
[ UxUll. t^l L Iht M 1 t: Iv 

ll 1 1 A[ 1 1 I It, 1 knw^v i h" hi ique a 
LnoM E Ji. n (suf-tho^l of product} 
It vl^ tftt 1 xifito-s > ' K nt to \ tAt\ 
pw\ ftabi 3 sull^ 

It 1 nbai 11. t ft, — »hMi>M()^ iiu it.H 

fit lU il. t f.} d.: lUt r{ j, nhi f 

Si lltt lit P \S fl 1: J( v( O J k H latiot 

IF] kno"\ t \s ui k L E (.Mil- i old of 
cnr^o a r otv (ito njit i atnhun*! of it tVr 
iiN> iitnllv th. s.tnr li.ir) ,( -idiJf.'r^-tit 
>ni> iii-stit'in i M^u iiK 1 s lE (.ithpT 
I I k. t Euir t il fl t ^ I alini s u OuW 

K-■p^^ tiL (utit f tihli tn.nL rjj-.iili an 
skill in the arl:; 

t.S.llS^ It ksKli E\^ \lL,<>t "sh 111 nt 

f inlt^ ^ti'»n IB }hi pt'EO ti t th.tl W'Kild 
hAW o Jt" t'f ort.1inijr\ skill to^n* tlil\ 

prior art r«:i«r«nc;« ieadiins^* to amv« al 
tfie ejlamied in vsntnan. 



In this case the problem to be solved is to be able to deliver the drug at the various cites. 
The Langer reference teaches making complexes of the drug and a macromolecule. And thus 

would motivate one of skill in the art to try to make the complexes, especially since applicants 
claims have a compoimds encompassing a very large core and just a handful of complexes 
made. 

The rejection of the claims under 35 USC 1 12 first para on claim 1-5 still stands. 
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Even though applicants have amended claim 1 to include specific cores , these include several 
cores and applicants have exemplified only the pyridine imidazole and the quinoline imidazole. 
The cores included encompasses numerous compounds. Applicants have incorporated by 
reference in the specifications several patents. The limited examples shown and disclosed are 
drawn to specific compounds and specific linkers. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Rita J. Desai whose telephone number is 571-272-0684. The 
examiner can normally be reached on Monday - Friday, flex time.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet Andres can be reached on 571-272-0867. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Rita J. Desai/ 
Primary Examiner, Art Unit 1625 
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